Abstract The vitamin D receptor (VDR) is a crucial mediator for the cellular effects of vitamin D. A great number of studies regarding the association between BsmI polymorphism in the VDR gene and breast cancer have been published. However, the results have been contradicting. Therefore, we conducted a meta-analysis to re-examine the controversy. Published literatures from PubMed, Embase, and Chinese Biomedical Literature Database (CBM) were searched (updated to July 10, 2013). The principal outcome measure was the odds ratio (OR) with 95 % confidence interval (CI) for breast cancer risk associated with VDR BsmI polymorphism. With all studies involved, the meta-analysis results suggest no statistically significant association between VDR BsmI polymorphism and breast cancer risk (B vs. b, OR= 0.922, 95 % CI= 0.836-1.018, P= 0.108, I 2 = 80.0 %; BB vs. bb, OR=0.843, 95 % CI=0.697-1.021, P= 1.75, I 2 = 75.5 %; Bb vs. bb, OR= 0.930, 95 % CI=0.814-1.063, P= 0.31, I 2 = 73.1 %; BB+Bb vs. bb, OR=0.906, 95 % CI=0.787-1.043, P= 1.37, I 2 = 78.7 %; BB vs. bb+Bb, OR=0.899, 95 % CI=0.786-1.028, P= 1.56, I 2 = 61.0 %). The results were not changed when studies were stratified by ethnicity or source of controls. This meta-analysis suggested that there were no associations between VDR BsmI polymorphism and breast cancer.
Introduction
Breast cancer is one of the most common cancers and the second leading cause of cancer-related deaths among women in the world [1] . Despite the frequency and severity of breast cancer, the pathogenesis and progression of breast cancer are still not fully understood. Many researchers have concluded that breast cancer is the cumulative result of multiple environmental factors and genetic alterations [2] . Risk factors for breast cancer include estrogen stimulation [3] , high birth weight [4] , obesity [5] , and family history of breast cancer [6, 7] . In addition, genome-wide association studies provide evidence that genetic factors are important in the pathogenesis of breast cancer [8] .
Data are accumulating regarding the protective role of vitamin D in various types of cancers [9] . In vitro studies revealed that vitamin D enhanced the differentiation and apoptosis of cancer cells in culture [10] including mammary glands [11] . The effects of vitamin D are mediated via the vitamin D receptor (VDR) which is expressed in most cell types, including breast tissues [12] . The VDR gene is located on chromosome 12q12-q14, and several single-nucleotide polymorphisms (SNPs) have been identified that may influence cancer risk [13] . One of the most frequently studied SNPs is the restriction fragment length polymorphism BsmI (rs1544410). The BsmI is intronic and located at the 3′ end of the gene. BsmI is strongly linked with a poly (A) microsatellite repeat in the 3′ untranslated region, which may influence VDR messenger RNA stability [14] . Over the last two decades, a number of case-control studies were conducted to investigate the association of variants in the VDR gene BsmI polymorphism and the risk of breast cancer. However, the results of these studies are controversial. Therefore, we decided to perform a comprehensive meta-analysis of all published studies on the association between the most studied vitamin D receptor gene BsmI polymorphism and breast cancer.
Materials and methods

Publication search
We performed a comprehensive search of PubMed, Embase, and Chinese Biomedical Literature Database (CBM) to identify relevant articles on the association between the VDR BsmI polymorphism and breast cancer risk up to July 10, 2013. The search terms used were as follows: "VDR or vitamin D receptor," "BsmI or rs1544410," "cancer or tumor or carcinoma," "breast," and "polymorphism or polymorphisms." Additional literature was collected from crossreferences within both original and review articles. No language restrictions were applied. We also checked the references from retrieved articles and reviews to identify any additional relevant study.
Inclusion criteria
For inclusion, the studies must have met the following criteria: (1) assessing the VDR BsmI polymorphism and breast cancer risk, (2) applying case-control studies or nested case-control study, and (3) supplying the number of individual genotypes for the VDR BsmI polymorphism in breast cancer cases and controls, respectively. Reviews, case-only studies, or studies with overlapping data were all excluded.
Data extraction
The following information was collected from each study: the first author's name, the year of publication, sources of controls, sample size of cases and controls, genotyping method, number of breast cancer cases, controls with different genotypes, and the Hardy-Weinberg equilibrium (HWE) of controls, respectively. Different ethnicity descents were categorized as Asians, Caucasians, African-Americans, or Hispanics. Study design was stratified into hospital-based studies or population-based studies. Data were extracted independently by two investigators, and the disagreements during the data extraction were resolved by discussion among all reviewers.
Quality score assessment
The quality of the studies was also independently assessed by the same two reviewers according to the predefined scale for quality assessment. These scores were based on both HWE Hardy-Weinberg equilibrium, PCR-RFLP polymerase chain reaction restriction fragment length polymorphism a Hospital: hospital-based case-control study; population: population-based case-control study traditional epidemiological considerations and cancer genetic issues. Any disagreement was resolved by discussion between the two reviewers. Total scores ranged from 0 (worst) to 15 (best). Reports scoring <10 were classified as "low quality" and those ≥10 as "high quality."
Statistical analysis
For each case-control study, the HWE of genotypes in the control group was assessed by using the chi-square test in the control groups [15] . The pooled odds ratio (OR) and corresponding 95 % confidence interval (CI) were calculated to assess the strength of the association between VDR BsmI polymorphism and breast cancer risk. To estimate associations with breast cancer risk, five genetic models were selected, including the allelic (B vs. b), homozygous (BB vs. bb), additive (Bb vs. bb), recessive (BB vs. Bb+bb), and dominant (BB+Bb vs. bb) models. Subgroup analyses based on ethnicity and source of controls were also performed. Heterogeneity among studies was assessed by the chisquare test-based Q statistic and I 2 statistic [16] . A significant Q statistic (P <0.10) indicated heterogeneity across studies. In case a significant heterogeneity was detected, the random effects model (the DerSimonian Laird method) [16] was applied; otherwise, the fixed effects model (Mantel-Haenszel method) [17] was chosen.
The possibility of publication bias was assessed by using a funnel plot [18] and Egger's linear regression test [19] . An asymmetric funnel plot suggests a possible publication bias. Then, the funnel plot asymmetry was assessed by Egger's linear regression test, and the significance of the intercept was determined by the t test suggested by Egger (P< 0.05 indicates significant publication bias).
Analyses were performed using the software Stata version 12.0 (Stata Corporation, College Station, TX, USA). A P value of less than 0.05 was considered statistically significant.
Results
Characteristics of included studies
A total of 17 eligible studies met the inclusion criteria [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] [31] [32] [33] . All of the included studies were case-control or cohort Table 1 .
Meta-analysis
The results on the association between VDR BsmI polymorphism and susceptibility to breast cancer are shown in Table 2 
Publication bias
Funnel plot and Egger's test were performed to assess the publication bias. The shape of the funnel plot did not reveal obvious evidence of asymmetry (Fig. 3) , and Egger's test provided statistical evidence of funnel plot symmetry (P > 0.05, Table 3 ). Therefore, the results above did not suggest any evidence of publication bias in the meta-analysis.
Discussion
As with other malignancies, the pathogenesis of breast cancer involves environmental factors, molecular signaling pathways, and host genetic factors. In order to provide the most comprehensive and reliable conclusion, we performed the present meta-analysis of 17 independent case-control studies, including 10,212 cases and 12,808 controls. We explored the association between BsmI polymorphism in the VDR gene region and breast cancer risk. The results of our meta-analysis do not provide evidence for an association between the VDR BsmI polymorphism and [34] . However, we included 10,212 cases and 12,808 controls from 17 studies in the present metaanalysis. Hence, a more stringent and comprehensive result has been obtained. When stratifying for ethnicity, this present meta-analysis failed to identify the association between VDR BsmI polymorphism and susceptibility to breast cancer in Caucasians. However, there were only two from Asians, one from AfricanAmericans, and one from Hispanics, and we were unable to get a precise estimation on the association between VDR BsmI polymorphism and susceptibility to breast cancer in Asians, African-Americans, and Hispanics. Therefore, future studies on Asians, African-Americans, or Hispanics are needed to further assess the above association.
Some limitations of our study should be acknowledged. First, in the subgroup analyses, the number of Asians, Sinottte2 (2008) Shahbazi (2013) Mishra2 (2013) Ingles (2000) McKay2 (2009) Rollison (2011) Chen (2005) Hou (2002) McKay2 ( African-Americans, and Hispanics was relatively small. In order to have enough statistical power to explore real association, it is necessary to collect more samples from Asians, African-Americans, and Hispanics. Second, significant heterogeneity was observed in overall comparisons and also subgroup analyses. Third, meta-analysis is just a statistical test that is subject to the methodological limitations. Although some limitations were listed previously, there were also some advantages in our meta-analysis. First, all studies are in Hardy-Weinberg equilibrium, which indicated that the samples could better represent the expected distribution of the genotypes. Second, studies included in our metaanalysis were satisfactory and definitely met our inclusion criteria. Third, publication bias was not detected in the present study, indicating that our findings seemed not to be due to biased publications.
In summary, this meta-analysis suggests that there is no association between VDR BsmI polymorphism and susceptibility to breast cancer in Caucasians. Future studies from Asians, African-Americans, or Hispanics are needed to further assess the above association.
